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RICMARKS 

Entry of the fbregoing. xeexamination and flirtlier and fevortble reconsideration of 
the subject appUcation in light of the following reniarks, pursuant to and consistent with 37 
C.F.R. § 1.112. are rcspectftiUy requested. 

By the foregoing amendment, claims 1 and 9 have been an^nded. More 
particularly, claim 1 has been amended to recite that a molar ratio of said basic ccn^cusd 
is 1 to 30 mol% of total liposome membrane constituents and a molar ratio of said acidic 
compound is 0.5 to 30 mol% of total liposome membrane constitoenls. Support for sucih 
amendment can be found dm>ughout the originally filed application, including original 
claims 2 and 3. Qaim 9 has been amended to be dependent upon claim 8. Further, by the 
foregoing amendment, claims 2-3 and 19 have been canceled without prejudice or 
disclaimer to the subject matter recited therein. No new matter has been added. 

Turning now to the Official Action, dauns 17-19 have been rejected under 33 
U.S.C. § 112, second paragraph, as being indefuiite for allegedly failing to particularly 
point out and distinctty clahn the subject matter which applicants regard as the invention. 
This rejection is respectftdly traversed. 

As to claim 17, the Examiner has requested clarification as to whedier chondroitin 
sul&ie (as recited in line 8) is the drug (as recited hi line 3). In response, applicants 
submit tfiat chondroitin sulfide is not a dmg. Chondroitin sulfine is a kind of 
glycosaminoglycan distributed on die cell monbrane or extracellular matrix. Chondroitin 
sulfate is produced in many cells and is e^^ressed in a certahi type of cancer cells as the 
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cancer malignancy is increased. In the present invention, the liposome has target 
directivity and chondroitin sulfiaie Is used for an assumed target. Therefore, chondroitin 
sulfete is not used as a membrane constituent of tiiie liposome or a drug contained in the 
liposome. 

Claims 18 and 19 have been rejected for recitation of the phrase "drug for a flierapy 
and/or diagnosis" because, according to the Examiriert there is no diagnostic agent in 
claim. Initially, it is noted that claim 19 has been canceled. Thus, the Examiner's 
rejection of Hiiim 19 has been rendered moot- As to claim 18, applicants respectfully 
disagree with the Examiner's allegation that there is no diagnostic agent present in the 
claims. Contrary to the Examiner's assertion, claim 18 specifically recites ''a drug 
intended for the therapy and/or cMagnosis . . . (Emphasis added.) 

Claim 19 has farther been rejected for reciting a use without any active steps. 
However, as indicated above, claim 19 has been canceled thereby rendering the Examiner* s 
rejection moot. 

In view of die above, the Examiner is respectfully requested to withdraw the 
rejection under 35 U-S.C. § 112, second paragraph. 

The Examiner has rejected clahns 19 under 35 U.S.C. § 101. Once again, since 
claim 19 has been canceled, the Examiner's rejection has been rendered moot. 

Accordingly, withdrawal of this rejection under 35 U.S.C. § 101 is respectfully 
requested* 



PA(£ 1 7fi4 ' RCVD AT 12I3I26N 9:51 :49 PM [Eastern Standard 



DEC-e3-2003 21:34 



BD5M 



7038362021 P. 18/^4 



Attoniey's Docket No. 

AppUeatlon No. 10/018.930 
Page 11 

Claims 1-5. 7, 10-11, 13-16 and 18-19 have been rejected under 35 U.S.C. § 
102(b) as puiportedly being antidpatod by EP 0 636 363 ("EP '363"). This rejection is 

respeaftilly traversed. 

The Federal Circuit has held that tor prior art to be anticipatory, every element of 
the claimed invention must be disclosed in a single item of prior art in the form literally 
defined in the claims. See, e.g., Hybritech, inc. v. jtSofwClonal Ataibodtes. /sc., 213 
U.S.P.Q. 81, 90 (Fed. Cir. 1986). This requirement for antic^>ation has not been met 
with respect to the currendy pendhig claims. 

Independent claim 1, for exanqile. recites: 

A liposome that includes a drug intended for the therapy and/or 
diagnosis, comprising as membrane constituents [1] a basic compound, [2] 
an addle compound which is a phosphoric acid monoester derivative, or a 
compound having a carboxyl group or its salt, and [3] a liposome membrane 
constituent other than [1] and p], that is accumulated at a diseased site at pH 
5 to 7, wherein a molar ratio of s^d basic compound is 1 to 30 niol% of 
total l^some membrane constiments and a molar ratio of said acidic 
compound is 0.5 to 30 mol% of total liposome monbrane constiments. 

The object of die present invention is to provide a liposome that exhibits target 

directive capability by a change in pH at a diseased site. The liposome of the present 

invention is veiy weakly cationic in a physiological pH condition and strongly cationic 

enou^ to interact with a substance having a negative charge hi an acidic condition by 

containing a basic compound and an acidic compound in specified amounts. The liposome 

of die present invention is very weakly cationic in the physiological pH condition because 

of the ionization of both the basic comiknmd and die acidic compound at fixed rates and 

hence does not intnact wldi a substance having a negative charge such as cdl or protein. 
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However* the ionization of the acidic compound is suppressed in the acidic condition, so 
Oiat the liposome is made cationic enough to interact with a substance having a negative 
charge at a target site where pH is decreased such as an uiflammatory site or a tumor site, 
whereby its affinity for cells is improved, and the liposome is efflcienay accumulated at the 
target site but its accumulation outside the target site is prevented. 

The object of the present invention is achieved by the constnicdou and mechanism 
as described above and the effects obtained arc demonstrated in Exan^les of the present 
invention. 

EP '363 describes a liposome and use of a compound containing an aliphatic 
primary or secondary amino group, amidino group, or aromatic primary or secondary 
amino group in the liposome. Phosphatidic acid is mentioned as an example of 
phospholipid, and glucuronic acid and silaic acid as examples of the surface modifying 
agent. Thus, the "compound containing an aliphatic primary or secondary amino group, 
amidino group, or aromatic primary or secondary amino group" in EP '363 may 
correspond to the "basic con^)ound- of the present invention, and the ''glucuronic acid and 
silaic acid* in EP '363 may correspond to the "acidic con^und" of the present invention. 

However, EP '363 &ils to teadi, by way of example or otherwise, a compound 
contaming an aliphatic primary or secondary amino group, amidino group, or aromatic 
primary or secondary amino group which is used in the amount specified in the presently 
claimed invention in combination with the specified amonnt of phosphatidic acid, 
glucuronic acid or silaic acid as recited in the claimed invention. 
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Since EP '363 fails to teach a basic compound and an acidic compound in the 
amounts specified in the claimed invention, EP '363 fails to teach every element of the 
claimed invention. As such. EP '363 cannot anticipate the clataned mvention. Therefore, 
withdrawal of the rejection under 35 U.S.C. § 102(b) over EP '363 is respectfully 
requested. 

Claims 1-5. 7, 10-16, and 18-19 have been rejected under 35 U.S.C. § 102(b) as 
purportedly being anticipated by JP 09 263579 (JP '579). This rejection is similarly 
traversed. 

JP '579 describes a liposome and use of a piperidme derivative in the liposome* 
Phosphatidic acid is mentioned as an example of phospholipid and glucuronic acid and 
silaic acid as examples of flie surface modifymg agent. Therefore, the "piperidine 
derivative" may correspond to the "basic compoimd" of the present invention and the 
"glucuronic acid and silaic acid" may correspond to the "acidic compound" of the present 
invention. 

However, just as with EP '363. JP '579 fails to teach, by way of example or 
otherwise, a compound containing an aliphatic prhnary or secondary amino group, amidino 
group, or aromatic primary or secondary ammo group which is used in the amount 
specified in the presentiy claimed invention in combination with the specified amount of 
phosphatidic acid, ghuaironic acid or silaic acid as recited in die claimed uivention. 

JP *579 cannot anticipate the claimed invention since it fails to teach a basic 
compound and an acidic con4K>und in the amounts specified in the claimed invention. 
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Accordingly, withdrawal of the rejection under 35 U.S.C. § l«2(b) over JP '579 is 

respectfully requested. 

The Examiner has rejected claims 1-5. 7 and 10-19 under 35 U.S.C. § 103(a) as 
allegedly being uiqKitentable of EP '363 or JP '579. Both of these rejections are 
reqpectfiilly traversed. 

As discussed above, EF '363 and JP '579 feU to !«ich a basic compound and an 
acidic compound in the amounts specified in the claims. Moreover, there is no suggestion 
in either EP '363 or JP '579 to cfwibuie such compounds in the specified amounts to malce 
the liposome surfece electrically neutral in the physiological pH condition and electricaUy 
catiottic in the acidic condition, and the capability of exhibiting the target directivity 
pronqjtly by the pH diange. 

Therefive, it would not have been obvious to one skilled m the art to selea 
phosphatidic acid, glucuromc add or silaic acid from among various conqiounds described 
in EP '363 and JP '579 and use die selected componnd in a specified amount in 
combination witti a specified amount of die compound contaimng an aUphatic primary or 
secondary amino group or ttie piperidine derivative for the purpose of efficiendy 
accumulating Ae liposome at a target site where pH Is decreased such as an inflammatory 
site or a tumor site. 

Since neither EP '363 nor JP '579 teach or suggest the liposome of die present 
invention, audi references cannot render the presentiy claimed invention obviousness. As 
such, withdrawal of boUi rejections under 35 U.S.C. § 103(a) are respectfiilly traversed. 
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Claims 8 and 9 have been rejected under 35 U.S.C. § 103(a) as aUegedly being 
unpatentable over EP '363 or JP '579 in view of Gold (U.S. Patent No. 6,465,188). This 
lejecdon is respectfiilly traversed. 

As set forth above, neither EP '363 nor JP '579 teach or suggest the liposome of 
the present invention. The Gold patent fiuls to remedy the serious deficiencies of EP '363 
nor JP '579. 

The Gold patent was simply relied upon by the Examiner for its purported teaching 
of utilizing fetty adds to enhance ftision of liposomes with celhilar membranes. ShiceEP 
•363 or JP '579 in view of the Gold patent do not teach or suggest a basic compound and 
an acidic compound ui the amounts specified in the claims, a proper prima fade case of 
obviousness has not been established. 

In view of the above, withdrawal of this rc;jection und» 35 U.S.C. § 103(a) is 

respectfully traversed. 

Finally, claims 6 and 12 have been rejected under 35 U.S.C. § 103(a) as allegedly 
being unpatentable over EP '363 in combination wifli either Schneider (U.S. Patent No. 
6,258,378) and Malone (PNAS, 86:6077-81 (1989)). This rejection is also respectfully 
traversed. 

To establish a prima facie case of obviousness of the clafancd invention, all of the 
claim IfaniiaUons must be taught or suggested by the combination of prior art references. 
See In re Royka, 490 F.2d 981 (C.C.P.A. 1974). Here. aU of the dalro limitations are not 
taught by the combination of references. 
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As discussed above, EP '363 fails to teach or suggest a basic compound in the 
amount specified in the iwesently claimed invention In cmnbination with the specified 
amount of an acidic compound. The Schneider patent and the Malone reference do not 
teach or suggest all of the elements missing from EP '363. Therefore, the combination of 
EP '363 with the Sdmelda patent and/or tbe Malone reference fail to establish a proper 
prima fade case of obviousness. 

Accordhigly. withdrawal of this rejection under 35 U.S.C. § 103(a) is respectfiilly 

requested. 

From the foregoing, furUier and fkvorable action in the form of a Notice of 
Allowance is respectftilly requested and such action is earnestly solicited. 
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In the event that there arc any questions concerning this Amwidment and Reply , 
the application in general, the Examiner is respectfully requested to telephone the 
undersigned so that prosecution of the application may be expedited. 



RespectftiUy submitted* 

Burns. Doane, Sweckbr A Mathis, LX.P. 



I hereby certify tlial this correspondence is being sent 
by Facsimfie Transmission to the Assistant 
Commi^oner For Patents. P.O. Box 1450. 
Alexandria. Virginia 22313<-1450 on: 

Pntr- PrrrnSrr PT^^ 





P.O. Box 1404 

Alexandria. Virginia 22313-1404 
(703) 836-6620 




Date: 



(Dote of Slgnatnre) 
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